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L6 ANSWER 1 OF 19 HCAPLUS COPYRIGHT 2009 ACS on STN 

TI Circulating vascular endothelial growth factor, C-reactive protein, and 
urinary neopterin concentrations during dose-dense 
chemotherapy 

AB Angiogenesis plays a crucial role in tumor progression. Prominent among 
angiogenic factors is vascular endothelial growth factor (VEGF) . VEGF is 
produced by cancer cells as well as by the cells infiltrating tumor 
stroma, mainly macrophages. Macrophage activation may be assessed by 
measuring blood serum or urinary neopterin. Systemic inflammatory 
response could be evaluated by measuring serum C-reactive protein concns. 
The aim of the present study was to examine the effect of a regimen 
combining dose dense combination of doxorubicin and 

cyclophosphamide with sequential weekly paclitaxel on plasma VEGF, urinary 

neopterin, and serum C-reactive protein concns. Thirty-four female 

patients with histol. verified breast carcinoma treated with dose 

-dense regimen combining doxorubicin and cyclophosphamide with 

sequential weekly paclitaxel administration were studied. Plasma VEGF was 

measured by ELISA. Urinary neopterin was determined by high performance liquid 

chromatog. Compared to baseline plasma VEGF was significantly decreased 1 

wk after the start of therapy. VEGF concns. subsequently increased, but 

this increase was significant compared to baseline only at week 16. 

Urinary neopterin was significantly increased compared to baseline at 

every visit with the exception of visits 12 and 20 at which the 

significance was borderline. Serum C-reactive protein was increased 

compared to baseline only at visits 4, 6 and 8. A pos. correlation was 

observed between plasma VEGF and serum C-reactive protein at baseline and at 

visits 5 and 19. Significant correlations were observed between serum 

C-reactive protein and urinary neopterin at visits 6, 7, 9, 11, 14, 15, 

and 17. In conclusion, only minor changes in plasma VEGF and serum 

C-reactive protein were observed during dose-dense 

chemotherapy. In contrast, urinary neopterin was increased throughout the 
course of treatment. Correlations between VEGF and C-reactive protein and 


between C-reactive protein and urinary neopterin were observed only at some 
time points. 
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TI Urinary neopterin, hemoglobin and peripheral blood cell counts in breast 
carcinoma patients treated with dose-dense 
chemotherapy 

AB Background: Among other actions, chemotherapy may induce an activation of 
systemic inflammatory and immune response. Patients and Methods: Urinary 
neopterin was evaluated, using high-performance liquid chromatog., before 
and during dose-dense combination chemotherapy with 

doxorubicin, cyclophosphamide and sequential paclitaxel (neoadjuvant or 
adjuvant) in 194 patients with breast carcinoma. Hb, peripheral blood 
cell count and, in a subgroup of patients, iron metabolism were also 
evaluated. Results: Urinary neopterin increased significantly during the 
chemotherapy. The increase in urinary neopterin was accompanied by a 
gradual decrease of Hb. A marked increase in serum ferritin concentration was 
observed during the chemotherapy, along with fluctuations of iron concns. 
Among 161 patients treated with primary chemotherapy, the pathol. response 
was evaluable in 150. Pathol, complete response was observed in 37 cases 
(25%). In patients with pathol. complete response, significantly lower 
serum ferritin concns. were observed Conclusion: Present data demonstrate 
the presence of systemic immune activation, reflected in increased urinary 
neopterin concns., in breast carcinoma patients treated with dose 
-dense chemotherapy. Lower ferritin concns. were predictive of 
pathol. complete response. 
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TI Dose-dense and/or metronomic schedules of specific 

chemotherapies consolidate the chemosensitivity of triple-negative breast 
cancer: a step toward reversing triple-negative paradox 

AB A review of recent clin. trials supporting the administration of 
accelerated chemotherapy schedules (weekly or once every 2 wk) of 
doxorubicin, cyclophosphamide, and paclitaxel. Once weekly paclitaxel 
achieves a higher hazard rate reduction than less frequent schedules. 

AN 2008:936382 HCAPLUS «LOGINID : : 20090324» 

DN 149:416657 

TI Dose-dense and/or metronomic schedules of specific 

chemotherapies consolidate the chemosensitivity of triple-negative breast 

cancer: a step toward reversing triple-negative paradox 
AU Mehta, Rita S. 

CS Departments of Division of Hematology/Oncology, Department of Medicine, 
chao Family Comprehensive Cancer Center, University of California at 
Irvine School of Medicine, Irvine, CA, USA 

SO Journal of Clinical Oncology (2008), 26(19), 3286-3288 
CODEN: JCONDN; ISSN: 0732-183X 

PB American Society of Clinical Oncology 

DT Journal; General Review 

LA English 

RE.CNT 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 4 OF 19 HCAPLUS COPYRIGHT 2009 ACS on STN 

TI The concept of mathematically optimised dose-scheduling as applied to the 
adjuvant chemotherapy of primary breast cancer: theory and recent results 
AB A review. Theor. analyses and theory-motivated laboratory expts. have 
confirmed 

that for anti-mitotic drugs administered by bolus the inter-treatment 
interval is a critical determinant of ultimate success. Maximum cell kill is 
best achieved by using the optimal (not necessarily the maximum tolerated) 
dose level as often as feasible considering the impact of the drug on host 
toxicity. This approach has been termed 'dose d.', which captures the 
concept of optimally frequent administration. The feasibility and 
non-comparative efficacy of the application of this concept was developed 
in a series of clin. trials at Memorial Sloan-Ketter ing Cancer Center, New 
York, USA. These results were used to design an objective, prospectively 
randomized trial in the Cancer and Leukemia Group B and the North American 
Breast Intergroup: Study CALGB 9741 involved over 2000 volunteer female 
patients with node-pos. operable primary breast cancer. In a 2 + 2 
design, this study asked if - holding dose level and dose d. constant - how 
simultaneous combination chemotherapy compared with purely sequential 
treatment, and - holding dose-level and combination or sequential use 
constant - how dose-d. influenced disease-free and overall survival in the 
post-operative adjuvant setting for node-pos. disease. Specifically, the 
study examined sequential doxorubicin, paclitaxel and cyclophosphamide 
compared with concurrent doxorubicin and cyclophosphamide followed by 
paclitaxel, and also dose-dense (every 2 wk 

administration) compared with conventional (every 3 wk administration) 
scheduling. The results, with long-term follow-up, confirm the 
predictions of the model. Not only is the shortened inter-treatment 
interval of chemotherapy better in terms of disease-free and overall 
survival, but it is less toxic as well. Combination chemotherapy 
(doxorubicin plus simultaneous cyclophosphamide) offers no advantage over 
sequential chemotherapy (doxorubicin followed later by cyclophosphamide) 
if dose level and dose d. are the same, except that combinations shorten 
overall treatment duration and are thus more convenient. These results 


define a more effective, less toxic conceptual approach to the adjuvant 
chemotherapy of breast cancer, which should apply to all chemotherapy 
drugs given in the i.v. bolus format, even when biol. agents are added. 
Further development of the principles and methods established by CALGB 
9741 are currently underway. 
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TI The safety of dose-dense doxorubicin and 

cyclophosphamide followed by paclitaxel with trastuzumab in HER-2/neu 
overexpressed/amplif ied breast cancer 

AB Purpose Dose-dense (dd) doxorubicin and 

cyclophosphamide (AC) followed by paclitaxel (P) is superior to every 
3-weekly AC followed by P. Given the demonstrated cardiac safety for 
trastuzumab (T) with conventionally scheduled AC followed by P, we tested 
the safety of dd AC followed by P with T. The primary end point was 
cardiac safety, and the secondary end points were time to recurrence and 
overall survival. Methods Patients with HER-2/neu immunohistochem. (IHC) 
3+ or fluorescent in situ hybridization (FISH) -amplified breast cancer and 
baseline left ventricular ejection fraction (LVEF) of > 55% were 
enrolled, regardless of tumor size or nodal status. Treatment consisted 
of AC (60/600 mg/m2) + 4 followed by P (175 mg/m2) + 4 every 
2-weekly with pegf ilgrastim (6 mg on day 2) + T + 1 yr . LVEF by 
radionuclide scan was obtained at baseline, at months 2, 6, 9, and 18. 
Results From Jan. 2005 to Nov. 2005, 70 patients were enrolled. The 
median age was 49 years (range, 27 to 72 years) ; median LVEF at baseline 
was 68% (range, 55% to 81%) . At month 2 in 70 of 70 patients, the median 
LVEF was 67% (range, 58% to 79%); at month 6 in 67 of 70 patients, it was 
66% (range, 52% to 75%); at month 9 in 68 of 70 patients, it was 65% 
(range, 50% to 75%); and at month 18 in 48 of 70 patients, it was 66% 
(range, 57% to 75%). As of Dec. 1, 2007, the median follow-up was 28 mo 
(range, 25 to 35 mo) . One patient (1%) experienced congestive heart 
failure (CHF) . There were no cardiac deaths. Conclusion Dose- 
dense AC followed by P/T followed by T is feasible and is not 
likely to increase the incidence of cardiac events compared to established 
regimens . 
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TI Dose-dense therapy in the treatment of early-stage 
breast cancer: an overview of the data 

AB A review. Breast cancer represents a significant public health burden 
with > 200,000 new cases diagnosed in the United States each year. 
Although a significant proportion of these new diagnoses represent 
early-stage disease, many of these women will eventually experience a 
distant relapse and ultimately die of complications of metastatic breast 
cancer. Consequently, innovations in adjuvant treatment strategies are 
critical as we strive to further optimize outcomes. One such innovation, the 
dose-dense approach, is intended to specifically 

optimize the administration of standard chemotherapy regimens. Specifically, 
models of tumor growth and response, based on the Norton-Simon hypothesis, 
were translated into regimens which aim to increase tumor cell kill by 
decreasing the time intervals between treatments. This strategy, fully 
evaluated with doxorubicin/cyclophosphamide and paclitaxel in Cancer and 
Leukemia Group B 9741, demonstrated significant benefits compared with 
conventionally scheduled adjuvant chemotherapy. Dose d. has since been 
applied to a number of other chemotherapy regimens and evaluated in clin. 
trials. An overview of the pivotal dose-dense trials 
will be reviewed herein. 
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L6 ANSWER 7 OF 19 HCAPLUS COPYRIGHT 2009 ACS on STN 
TI Taxanes as adjuvant therapy for breast cancer 

AB A review. The report of the results of the first generation taxane trials 
has made evident that these drugs should play a key role in the adjuvant 
treatment of node-pos. operable breast cancer. Although direct 
comparisons among the different taxane regimens is still lacking, the 
American AC-paclitaxel dose-dense regimen, the TAC 

regimen, the French FEC-docetaxel and the Spanish FEC-paclitaxel regimens 
seem to offer the best results. The TC regimen 

(docetaxel-cyclophosphamide) is another option, particularly in patients 
at high risk for cardiac toxicity. Trastuzumab should now be part of the 
standard adjuvant treatment of HER-2/neu pos . breast cancer, probably 
administered in combination with a taxane regimen. 
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TI Long-term assessment of cardiac function after dose- 
dense and -intense sequential doxorubicin (A), paclitaxel (T), and 
cyclophosphamide (C) as adjuvant therapy for high risk breast cancer 

AB This study evaluated the incidence of late cardiotoxicity after 
dose-dense and -intense adjuvant sequential doxorubicin 

(A) , paclitaxel (T) , and cyclophosphamide (C) for breast cancer (BC) with 
>4 involved ipsilateral axillary lymph nodes. Patients were 
enrolled from 1994 to 2001 after definitive BC surgery if >4 
axillary nodes were involved. Planned treatment was A 90 mg/m2 q 14 days 
+ 3, T 250 mg/m2 q 14 days + 3, C 3 g/m2 q 14 days + 3 

with filgrastim (G) support. Left ventricular ejection fraction (LVEF) 
was monitored using equilibrium radionuclide angiog. (ERNA) before the 
initiation of chemotherapy, and after three cycles of each 
chemotherapeutic agent. At a median follow-up of 7 years, we obtained 
ERNA scans on 32 patients to evaluate the long-term cardiotoxicity of this 
regimen. Eighty-five eligible patients enrolled on the treatment 
protocol. Clin, heart failure developed in one patient. Seven (8%) 
patients had LVEF <50% at the end of therapy. No cardiac-related deaths 
occurred. Thirty-two (46%) of 69 surviving patients have consented to 
late cardiac imaging. At a median follow-up of 7 years, the median absolute 
change in LVEF from baseline was -5.5%; [range (-8%) to (+36%)], and from 
the end of chemotherapy was -2.0%; [range (-25%) to (+16%)]. Four 
patients (12%) had a LVEF <50%; two of these four patients had an LVEF of 
<50% at the end of chemotherapy. Late development of asymptomatic decline 
in cardiac function may occur after dose-dense and 
-intense adjuvant therapy, but is uncommon. 
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TI Intensive dose-dense compared with high-dose adjuvant 

chemotherapy for high-risk operable breast cancer: southwest oncology 

group/intergroup study 9623 
AB Southwest Oncol. Group ( SWOG) /Intergroup study 9623 was undertaken to 

compare treatment with an anthracycline-based adjuvant chemotherapy 


regimen followed by high-dose chemotherapy (HDC) with autologous 
hematopoietic progenitor cell support (AHPCS) with a modern dose 
-dense dose-escalated (nonstandard) regimen including both an 
anthracycline and a taxane. Participants in this phase III randomized 
study had operable breast cancer involving four or more axillary lymph 
nodes and had completed mastectomy or breast-conserving surgery. Patients 
were randomly assigned to receive four cycles of doxorubicin and 
cyclophosphamide followed by HDC with AHPCS or to receive sequential 
dose-dense and dose-escalated chemotherapy with 

doxorubicin, paclitaxel, and cyclophosphamide. The primary end point of 
this study was disease-free survival (DFS) . Among 536 eligible patients, 
there was no significant difference between the two arms for DFS or 
overall survival (OS) . Estimated five-year DFS was 80% (95% CI, 76% to 85%) 
for dose-dense therapy and 75% (95% CI, 69% to 80%) 

for transplantation. Estimated 5-yr OS was 88% (95% CI, 84% to 92%) for 
dose-dense therapy and 84% (95% CI, 79% to 88%) for 

transplantation. There is no evidence that transplantation was superior 
to dose-dense dose-escalated therapy. Transplantation 

was associated with an increase in toxicity and a possibly inferior outcome, 
although the hazard ratios were not significantly different from 1. 
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TI Concepts and clinical trials of dose-dense 
chemotherapy for breast cancer 

AB This article will review the strategy of dose-dense 

administration of chemotherapy for breast cancer. Increased dose d. is 
achieved by reducing the interval between each dose of chemotherapy. The 
cumulative drug dose remains constant, but the same amount of drug is 
administered over a shorter period. Math, models of tumor growth have 
provided the basis for the clin. application of dose- 
dense chemotherapy. The Norton-Simon model suggests that 
increasing the dose d. of chemotherapy will increase efficacy by 
minimizing the opportunity for regrowth of tumor cells between cycles of 
chemotherapy. Intergroup trial 9741, coordinated by the Cancer and 
Leukemia Group B (CALGB) , tested the 2 hypotheses that dose- 
dense and sequential administration of chemotherapy regimens 
incorporating doxorubicin, cyclophosphamide, and paclitaxel would improve 
disease-free survival and overall survival. A statistically significant 
4-yr disease-free survival advantage was detected for the 2 dose 
-dense regimens compared with the regimens administered every 3 
wk. The math, concepts and previous clin. trials of dose d. that 
contributed to the design of CALGB 9741 will be reviewed. The strengths 
and limitations of CALGB 9741 will then be discussed before the 
presentation of future directions of research and recommendations for 


clin. practice today. 
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TI Efficacy of pegf ilgrastim and darbepoetin alfa as hemotopoietic support 
for dose-dense every-2-week adjuvant breast cancer 
chemotherapy 

AB Purpose Dose-dense, every-2-wk adjuvant chemotherapy 

using doxorubicin/cyclophosphamide (AC; 60/600 mg/m2 every 2 wk + 
four cycles) followed by paclitaxel (175 mg/m2 every 2 wk + four 
cycles), requiring filgrastim on days 3 through 10 of each cycle has been 
shown to improve survival compared with every-3-wk treatment schedules but 
is associated with greater risk of RBC transfusion (13%). The role of 
long-acting hematopoietic growth factors in facilitating every-2-wk 
chemotherapy and minimizing hematol. toxicity has not been established. 
Patients and Methods Women with stage I to III breast cancer received 
dose-dense AC -> paclitaxel as neoadjuvant or 

adjuvant chemotherapy. Patients received pegf ilgrastim 6 mg s.c. (SQ) on 
day 2 of each cycle. Darbepoetin alfa was initiated at 200 \ig SQ every 
2 wk for Hb < 12 g/dL, and administered thereafter, according to a 
preplanned algorithm. The primary end points were to evaluate the 
percentage of patients with febrile neutropenia and the percentage of 
patients requiring RBC transfusion. Results Among 135 women treated on 
this single arm study, there were two cases of febrile neutropenia 
(incidence 1.5%). No patients received RBC transfusion. Darbepoetin alfa 
therapy was initiated in 92% of patients. The modest leukocytosis seen 
during paclitaxel cycles was attributable, in part, to corticosteroid 
premedication. Other toxicity and dose-delivery were similar to 
dose-dense AC -> paclitaxel in Cancer and Leukemia 

Group B 9741. Conclusion Pegf ilgrastim and darbepoetin alfa are effective 
and safe in facilitating every-2-wk AC -> paclitaxel, minimizing 
rates of febrile neutropenia and RBC transfusion. 
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TI Five-year update of an expanded phase II study of dose- 
dense and -intense doxorubicin, paclitaxel and cyclophosphamide 
(ATC) in high-risk breast cancer 

AB This study evaluated the safety and efficacy of dose- 
dense and -intense sequential doxorubicin (A) , paclitaxel (T) and 
cyclophosphamide (C) as adjuvant therapy for breast cancer (BC) with 
>4 ipsilateral axillary lymph nodes. Patients were recruited after 
BC surgery if >4 axillary nodes were involved by metastatic cancer. 
Planned treatment was A 90 mg/m2 three times every 14 days (ql4d + 
3), T 250 mg/m2 ql4d + 3 and C 3 g/m2 ql4d + 3 combined with 
filgrastim support. The study enrolled 85 eligible patients. The median 
number of lymph nodes involved was 9. Mean dose intensity was >94% of 
planned for each drug. Common grade 3 toxicities included nausea and/or 
vomiting (24%), mucositis (18%), neuropathy (16%), palmar-plantar 
erythrodysesthesia (12%), myalgia (6%) and arthralgia (6%). Grade 3/4 
neutropenia occurred in 77 (91%) patients, and 32 (38%) patients had 
neutropenic fever. One patient developed acute leukemia. Sixty-nine 
(81%) patients are alive, and 59 (69%) patients are alive and free of 
distant disease at a median follow-up of 5 years. ATC is a feasible 
regimen for adjuvant therapy of high-risk BC, with a relatively low rate 
of relapse at the 5-yr follow up. 
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TI Randomized trial of dose-dense versus conventionally 

scheduled and sequential versus concurrent combination chemotherapy as 
postoperative adjuvant treatment of node-positive primary breast cancer: 
First report of intergroup trial C9741/cancer and leukemia group B trial 
9741. [Erratum to document cited in CA142 : 273450 ] 

AB The corrected version of Table 6 is given. 
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Martino, Silvana; Livingston, Robert; Ingle, James N.; Perez, Edith A. ; 
Carpenter, John; Jurd, David; Solland, James F.; Smith, Barbara L.; 
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TI Dose-dense & sequential adjuvant cancer chemotherapy 

AB Breast cancer is treated by (a) administering to a patient in a first 
plurality of chemotherapy cycles a therapeutically-ef f ective and 
well-tolerated amount of doxorubicin in a dose-dense 

protocol; (b) subsequently administering to the patient in a second 
plurality of chemotherapy cycles a therapeutically-ef f ective and 
well-tolerated amount of a taxane chemotherapy agent, for example 
paclitaxel, in a dose-dense protocol; and (c) 

subsequently administering to the patient in a third plurality of 
chemotherapy cycles a therapeutically-ef f ective and well-tolerated amount of 
cyclophosphamide in a dose-dense protocol. 
Preferably, the dose dense interval between treatments 

is about 14 days. The number of cycles in each plurality of chemotherapy 
cycles is suitably 3 or more, preferably 4. Suitable well-tolerated 
treatment levels are 60 mg/m 2 of doxorubicin, 175 mg/ 2 of paclitaxel, 
and 600 mg/ 2 of cyclophosphamide. A therapeutically effective amount of 
G-CSF may also be administered during the intervals between treatments in 
one or more of the chemotherapy cycles. 
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TI Randomized trial of dose-dense versus conventionally 

scheduled and sequential versus concurrent combination chemotherapy as 
postoperative adjuvant treatment of node-positive primary breast cancer: 
First report of intergroup trial C9741/cancer and leukemia group B trial 
9741 

AB Using a 2 + 2 factorial design, we studied the adjuvant chemotherapy 
of women with axillary node-pos. breast cancer to compare sequential 
doxorubicin (A) , paclitaxel (T) , and cyclophosphamide (C) with concurrent 
doxorubicin and cyclophosphamide (AC) followed by paclitaxel (T) for 
disease-free (DFS) and overall survival (OS) ; to determine whether the dose d. 
of the agents improves DFS and OS; and to compare toxicities. A total of 
2,005 female patients were randomly assigned to receive one of the 
following regimens: (I) sequential A + 4 (doses) -> T + 
4 -> C + 4 with doses every 3 wk, (II) sequential A + 4 
->T + 4->C + 4 every 2 wk with filgrastim, 
(III) concurrent AC + 4 -> T + 4 every 3 wk, or (IV) 
concurrent AC + 4 -> T + 4 every 2 wk with filgrastim. 


A protocol-specified anal, was performed at a median follow-up of 36 mo: 
315 patients had experienced relapse or died, compared with 515 expected 
treatment failures. Dose-dense treatment improved the 

primary end point, DFS (risk ratio [RR] = 0.74; P = .010), and OS (RR = 
0.69; P = .013). Four-year DFS was 82% for the dose- 
dense regimens and 75% for the others. There was no difference in 
either DFS or OS between the concurrent and sequential schedules. There 
was no interaction between d. and sequence. Severe neutropenia was less 
frequent in patients who received the dose-dense 

regimens. Dose d. improves clin. outcomes significantly, despite the 
lower than expected number of events at this time. Sequential chemotherapy 
is as effective as concurrent chemotherapy. 
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TI Dose-dense treatment prolongs disease-free survival of 
women with node positive breast cancer 

AB A review and discussion. The impact of dose d. and drug sequence 

(concurrent vs. sequential) in women with axillary node-pos. primary 
breast cancer was assessed. Breast cancer is the second leading cause of 
cancer mortality in women. The prognosis for patients with extensive 
axillary lymph nodes involvement is poor. Important trial demonstrated 
that shortening the time interval between each chemotherapy cycle while 
maintaining the same dose size resulted in a significant improvement in 
disease-free and overall survival in patients with node-pos. breast cancer 
without increase in toxicity. A dose-dense treatment 

regimen significantly improved clin. outcomes in women with axillary 
node-pos. primary breast cancer. Concurrent chemotherapy is proved to be 
as effective as sequential chemotherapy. 

AN 2003:705588 HCAPLUS «LOGINID : : 20090324» 

DN 140:263316 

TI Dose-dense treatment prolongs disease-free survival of 

women with node positive breast cancer 
AU Dang, Chau; Seidman, Andrew D. 

CS Breast Cancer Medicine Service, Memorial Sloan-Kettering Cancer Center, 

New York, NY, USA 
SO Cancer Treatment Reviews (2003), 29(5), 453-456 

CODEN: CTREDJ; ISSN: 0305-7372 
PB Elsevier Science Ltd. 
DT Journal; General Review 
LA English 


RE.CNT 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 


L6 ANSWER 17 OF 19 HCAPLUS COPYRIGHT 2009 ACS on STN 

TI A Pilot Study of Dose Intense Doxorubicin and Cyclophosphamide Followed by 
Infusional Paclitaxel in High-Risk Primary Breast Cancer 

AB We conducted a pilot study of dose dense doxorubicin 

and cyclophosphamide (AC) combination chemotherapy followed by infusional 
paclitaxel (T) in primary breast cancer to determine its safety and 
feasibility. Twenty-two subjects (10 with stage II and >4 pos. 
lymph nodes, and 12 with stage III disease) were treated with AC (A 60 
mg/m2 and C 2000 mg/m2) with filgrastim every 14 days for three cycles 
followed by infusional paclitaxel (140 mg/m2 over 96 h) every 14 days for 
three cycles. Mean overall cycle length was 15.3 days and mean duration 
of therapy was 92 days. Dose redns. of C or T were required in 7/132 
(5.3%) cycles for mucositis, diarrhea, or failure to recover platelets by 
day 15. Ninety-five percent of subjects had grade 4 neutropenia and 1 
subject had a platelet nadir of <20,000. Actual delivered dose intensity 
(DI) over six cycles was: A 27 mg/m2 per wk; C 892 mg/m2 per wk; T 64 
mg/m2 per wk (90.6, 89.2, and 91.4% of planned DI, resp. ) . Average total dose 
administered was: A 180 mg/m2; C 5880 mg/m2; T 403 mg/m2 (100, 98, and 96% 
of planned total doses, resp.). Clin, response rate in 10 subjects 
receiving neoadjuvant therapy was 100% (4 complete response, 6 partial 
response) . Four subjects had a pathol. complete response (three subjects 
without evidence of malignancy and one subject with ductal carcinoma in 
situ.). Administration of dose dense AC followed by 

infusional paclitaxel in 14-day cycles is feasible and this regimen is 

active in breast cancer. 
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TI Doxorubicin followed by sequential paclitaxel and cyclophosphamide versus 
concurrent paclitaxel and cyclophosphamide: 5-year results of a Phase II 
randomized trial of adjuvant dose-dense chemotherapy 
for women with node-positive breast carcinoma 

AB We conducted a randomized Phase II trial to directly compare toxicity, 

feasibility, and delivered dose intensities of two adjuvant dose-intensive 
regimens containing doxorubicin, paclitaxel, and cyclophosphamide for patients 
with node-pos. breast carcinoma. Forty-two patients with resected breast 
carcinoma involving one or more ipsilateral axillary lymph nodes, were 
randomized to receive two different schedules of adjuvant chemotherapy 
using 14-day dosing intervals: either (a) three cycles of doxorubicin 80 
mg/m2 as i.v. bolus followed sequentially by three cycles of paclitaxel 
200 mg/m2 as a 24-h infusion and then by three cycles of cyclophosphamide 
3.0 g/m2 as a 1-h infusion (arm A); or (b) the same schedule of 
doxorubicin followed by three cycles of concurrent cyclophosphamide and 


paclitaxel at the same doses (arm B) . All cycles were supported by 
granulocyte colony-stimulating factor administration. Forty-one patients 
were assessable for toxicity and feasibility; 37 (90%) completed all 
planned chemotherapy. There was no treatment-related mortality; however, 
increased toxicity was observed on arm B compared with arm A, manifested by 
an increase in hospitalization for toxicity, mainly neutropenic fever, and 
an increased incidence of transfusion of packed RBCs transfusions for 
anemia. The mean delivered dose intensities for paclitaxel and 
cyclophosphamide were significantly greater for arm A compared with arm B 
(P = .01 and P = .05, resp.). There is no long-term, treatment-related 
toxicity, and no cases of acute myelogenous leukemia or myelodysplastic 
syndrome have been observed Dose-dense sequential 
single-agent chemotherapy is more feasible than doxorubicin with 
subsequent concurrent paclitaxel and cyclophosphamide. 
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TI Sequential dose-dense doxorubicin, paclitaxel, and 

cyclophosphamide for resectable high-risk breast cancer: feasibility and 

efficacy 

AB Dose-dense chemotherapy is predicted to be a superior 
treatment plan. Therefore, we studied dose-dense 
doxorubicin, paclitaxel, and cyclophosphamide (A -> T -> C) as 
adjuvant therapy. Patients with resected breast cancer involving four or 
more ipsilateral axillary lymph nodes were treated with nine cycles of 
chemotherapy, using 14-day intertreatment intervals. Doses were as 
follows: doxorubicin 90 mg/m2 + 3, then paclitaxel 250 mg/m2/24 h 
+ 3, and then cyclophosphamide 3.0 g/m2 + 3; all doses were 
given with s.c. injections of 5 ng/kg granulocyte colony-stimulating 
factor on days 3 through 10. Amenorrheic patients with hormone 
receptor-pos . tumors received tamoxifen 20 mg/day for 5 yr . Patients 
treated with breast conservation, those with 10 or more pos. nodes, and 
those with tumors larger than 5 cm received radiotherapy. Between Mar. 
1993 and June 1994, we enrolled 42 patients. The median age was 46 yr 
(range, 29 to 63 yr) , the median number of pos. lymph nodes was eight (range, 
four to 25), and the median tumor size was 3.0 cm (range, 0 to 11.0 cm). 
The median intertreatment interval was 14 days (range, 13 to 36 days), and 
the median delivered dose-intensity exceeded 92% of the planned 
dose-intensity for all three drugs. Hospital admission was required for 
29 patients (69%), and 28 patients (67%) required blood product 
transfusion. No treatment-related deaths or cardiac toxicities occurred. 
Doxorubicin was dose-reduced in four patients (10%) and paclitaxel was 
reduced in eight (20%) . At a median follow-up from surgery of 48 mo 


(range, 3 to 57 mo), nine patients (19%) had relapsed, the actuarial 
disease-free survival rate was 78% (95% confidence interval, 66% to 92%), 
and four patients (10%) had died of metastatic disease. Dose- 
dense sequential adjuvant chemotherapy with doxorubicin, 
paclitaxel, and cyclophosphamide (A -» T -> C) is feasible and 
promising. Several ongoing phase III trials are evaluating this approach. 
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